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Tratamiento

Benznidazol (Lafepe, Brasil, Abarax®, ELEA)

Dosis: 5-10 mg/Kg/dia en 2 dosis.
Presentacion: comprimidos 12.5, 50 y 100 mg.

Nifurtimox (Lampit®, Bayer)
Dosis: 10-15 mg/Kg/dia en 3 dosis.
Presentacion: comprimidos 120 mg.

Duracion: 30 a 60 dias.




EVENTOS ADVERSOS
(107 pacientes) 22.7%en<7a

T77.3% en>7 a

= 9% SNC L
€ves
» 8.5% GI 50/62 (80.6 %)

" 41% presentaron EA
" 21% en piel

= 28% Alt. Bioquimicas Moderados
q 10/62 (16 %) NO Serios

= Edad media 9.9 ainos

Severos
= 73% en los 17 10 dias 2/62 (3.2 %)

Adverse Events After the Use of Benznidazole in Infants and Children With
Chagas Lisease
Jaime Altcheh, Guillermo Moscatelli, Samanta Moroni, Facundo Garcia-Bournissen
and Hector Freilij
Pediatrics published online f}e-:- 20, 2010;
DOIL: 10.1542/peds 2010-1172
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Ontogeny of CYP Enzymes

CYP3A4
CYP1A2
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UGT2B7
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ESTUDIO DE LA FARMACOCINETICA POBLACIONAL
DE BENZNIDAZOL EN NINOS CON ENFERMEDAD DE
CHAGAS

Clinicaltrials.gov registry # NCT00699387

Parasitologia, Htal de Ninos R. Gutierrez Buenos Aires;
LASEICIC,Dto de Quimica, Cs. Exactas, Univ. de La Plata.
Clinical Pharmacology Htal for Sick Children, Toronto, Canada.
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Flujograma estudio

Patientes seleccionados: 44
y

Rechazaron su Incluidos: 40
participacion: 2 Edad: 7.3 a (rango 2.1 —

Vivian >100 Km: 2 12)
| Retirados por EA
moderados: 2

4 Perdida seguimiento: 1

Completaron tratamiento: 37
BZ: 6.4 mg/kg/dia (rango 5 — 8.7)
118 muestras para PopPk analisis

Todos los ninos tratados presentaron negativizacion de PCR para 7. cruzi,
y mostraron caida en el titulo de anticuerpos.
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95% prediction interval; 1000 simulations
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Steady state concentrations (popPK)

Benznidazole Concentration at Steady State (Css) (mg/L)
(95% prediction interval; 1000 simulations)

<Tyo 7-12y0 Adults Adults
(Raaflaub et al. 1980)

The highest individual maximum measured was 16.4 upg/ml

(Pat. J. M.) and the lowest minimum 5.4 ug/ml (Pat. J. S.).

This demonstrates that in all eight patients during the full-

dose period of the treatment (10th to 30th day) the drug

- level was permanently above the minimal trypanosomicidal

P concentration of 3—6 ug/ml as found effective in tissue

L cultures [4]. On the other hand, the drug level never over-

= P shot the limit of 20 ug/ml, at which toxic effects may be
E e expected to occur more easily.

Benznidazole Css based on a 7 mg/kg/day dose
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gPCR in a cohort of 105 treated children

time % 95IC

0 77,7-91.1

7d 17-40.2
0-29,9

0-3,8
0-20,3
0-29,9
0-12,8
0-48,9
0-18,4

1
0
0
0
0
0
0
0

Percentage of positive q PCR at follow-up

85,5
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Estudios comparativos
concentacion de Bz

Css (7mg/kg/day) Children Adults

Median (mg/L) 4.53 10.96
95% CI (median) [3.7 — 5.6] [7.7 — 15.4]

Css (7mg/kg/day) 2-7yo 7-12yo Adults

Median (mg/L) 3.18 6.99 10.96
95% CI (median) [2.5-3.9] [5.1-8.9] [7.7-15/4]




PK Benznidazo 80 Los nifios tiene

menor incidencia

Adverse events in a cohort of R de Ev Adv. 21
107 children treated with ﬁ 27
benznidazole 16,2

Altcheh J, Moscatelli G, Moroni S, Garcia-Bournissen F,
Freilij H. Pediatrics. 2011 Jan;127(1):e212-8.
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Resultados PopPK BZ

Las concentraciones de benznidazol en ninos fueron
significativamente menores que las reportadas en
adultos tratados con similares dosis/kg de BNZ.

El tratamiento fue bien tolerado, con pocos eventos
adversos y excelente respuesta terapeutica.

Estas observaciones sugieren que las concentraciones
menores en los ninos llevan a menor incidencia de
eventos adversos, sin afectar la respuesta al
tratamiento.




Farmacocinetica poblacional de benznidazol en ninos
con enfermedad de Chagas
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Pediatric network
PEDCHAGAS

Resultados preliminares

| Patientes seleccionados : 83
Falla seleccion: 2 l

Incluidos : 81
>2a: 40; < 2a: 41 (8 RN)

30 EAs:14 piel, 11 GI, 4 lab mmmm  Retirados por EAs: 3

1 SAE

==l Perdida de seguimiento: 2

Completaron tratamiento: 76
BZ: 7.5 mg/kg/dia
45 recibieron comp de 12.5mg
386 muestras PopPk analisis

Todos los niinos presentaron PCR negativa al final del tratamiento




Comparative results
(children and adults )

Adults (Raaflaub,
1980)

Median (mg/L) 6.6 10.96

Css (7mg/kg/day) Children

Css

(7mg/kg/day)
Y LGIET
(mg/L)

0-2mo 2-12mo 1-7yo 7-12yo Adults

4.73 6.88 6.61 0.8 10.96

Adult data (re-analyzed) from: Raaflaub J. Arzneimittelforschung. 1980;30(12):2192-4.
Multiple-dose kinetics of the trypanosomicide benznidazole in man.




Clearance

Weight—corrected CL by age group — PEDCHAGAS
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Concentracion

Estimated Css by age group - PEDCHAGAS studies
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Benznidazole concentration (mg/L)

BNZ concentrations (polynomial regression) by age group
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Adultos, Raaflaub 1980

Los nifios presentan menor concentracion

E

he highest individual maximum measured was 16.4 #g/m
(Pat. J, M.) and the lowest minimum 5.4 ug/ml (Pat. J. 8.).
This demonstrates that in all eight patients during the full-
dose period of the treatment (10th to 30th day) the drug

level was permanentlabovg the minimal trypanosomicidal
concentration of found effective in tissue
cultures [4]. On the™D and, the drug level never over-

shot the limit of 20 ug/ml, at which toxic effects may be
expected to occur more easily.
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PCR in a cohort of 206 treated children

% 95 IC
86,6-94,4
28,4-46,9

1-8,7

0,3-3,9

0,2-6,4

0,7-9,5

0,7-8,7
0,3-11,3

0,2-7

Percentage of positive PCR at follow-up




Chagas como una enfermedad pediatrica

Lactantes Adultos

Tratamiento

Fase cronica

Fase aguda

Curacion es posible !!!!
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CHAGAZASOL (NCT01162967), | DNDI-CH-E1224-001
Posaconazol vs Benznidazol (NCT01489228), Ravuconazol, benznid
Efectividad a 12 meses azol y placebo

an qPCR (95% Cl) (equiv. parasites/mL)
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Los azoles no son efectivos para el tratamiento de la
enfermedad de Chagas




Enfermedad de Chagas

La enfermedad de Chagas es curable.

La mayor parte de los pacientes son asintomaticos.

Sistema de salud sobrecargado con enfermos, no
preparado para buscar asintomaticos.

Requiere de un manejo infectologico.

No es solamente una enfermedad cardiaca 6
gastrointestinal.

El tratamiento requiere de una cercana supervision.
Si tratamos ninos no habra secuelas.

Nuevas drogas: las ensayos clinicos de eficacia deben ser
evaluadas en ninos.
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